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Autoimmunity is a leading clinical manifestation 
in patients with common variable immunodefi-
ciency (CVID). About 30% of CVID patients suffer 
from overt autoimmunity and immune-mediated 
organ inflammation, which determine to a large 
extent the prognosis of these patients. Recent 
years allowed for better insight in the pathogen-
esis of this heterogeneous complication. While 
autoimmune cytopenias (Autoimmune hemolytic 
anemia and autoimmune thrombocytopenia) 
are predominantly B cell mediated, autoimmune 
enteropathy is mainly a problem of dysregulated 
T cell immunity. Interstitial lung disease seems to 
involve both arms of the adaptive immune 
system. Very little is known about the innate 
immune system in this context, but a strong

association with an increased interferon signa-
ture has been postulated by several groups. 
Several monogenic causes are associated with 
the clinical presentation of CVID with secondary 
non-infectious complications adding to the 
picture. Finally, the first manuscripts 
demonstrate the contribution of a dysbalance in 
the gastrointestinal microbiome to the immune 
dysregulation in the affected patients. Thus, 
autoimmunity is the other side of the coin of 
immunodeficiency in a substantial group of CVID 
patients. We are still seeking a full picture of this 
complex immune dysregulation affected by 
genetic and non-genetic components in order to 
offer better treatment or even prevent these 
complications.
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